Appl. No. 10/037,243, Filed January 4, 2002 
Amendment Dated April 25, 2005 

Reply to Notice of Non-Compliant Amendment of April 19, 2005 

Amendments to the Abstract: 

Please amend the abstract, pages 64-65, by replacing it with the following 
amended Abstract. 

ABSTRACT 

FACILITATING PROTEIN FOLDING AND SOLUBILITY 

BY USE OF PEPTIDE EXTENSIONS 

Disclos e d her e in ar e The present invention comprises novel compositions and 
methods for enhancing the solubility and promoting the adoption of native folding 
conformation of a-proteins or polypeptid es of interest expressed by recombinant DNA 
techniques. In one O ne-embodiment of the present invention r e lat e s to a the p rotein or 
polypeptide of interest is modified through either a_carboxyl- or an amino-terminal 
peptide extension, so as to promote folding within host cells. Anoth e r In another 
embodiment the peptide-extended protein or polypeptide of interest is recovered in good 
yield from inclusion bodies by relat e s to a m e thod for enhancing th e in vitro renaturation 
of a prot e in or polypeptid e of int e r e st e xpressed by recombinant DNA t e chniqu e s, in 
circumstances wh e r e , following expr e ssion, a substantial percentage of th e expr e ss e d 
protein or polypeptide of int e r e st is looalizod within inclusion bodi e s . Y e t anoth e r 
embodim e nt of th e Thepresent invention relates to an further includes expression vectors 
comprising a nucleic acid sequence encoding a peptide extension and a multiple cloning 
site for inserting, in-frame with the peptide extensio n sequence , a nucleic acid sequence 
encoding a protein or polypeptide of interest. The peptide extensions of the present 
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invention comprise different amino acid sequ e nc e s and intrinsic n e t charges, dep e nding 
npnn tVi fl speeifie species Th a tntnl longth of th e p e ptid e e xt e nsions compris e peptides of 
61 amino acid residues or less, wh e r e as th e said peptides having net intrinsic charges of 
the peptid e extensions rang e from about -20 to about -2 andrOLfrom about -20 to about 
+2, for peptide extensions fused to carboxyl-aad-OLamino-termini, respectively. Primary 
obj e ctiv e s of th e pr e sent invention includ e : (*) enhancing th e solubility, whil e 
concomitantly optimizing th e folding, of proteins of interest into their biologically activ e 
conformations in host colls ; (ii) charact e rizing the f e atures of th e carboxyl and amino 
terminal peptid e e xt e nsion that ar e n e c e ssary for th e ir prot e in folding activity within host 
c e lls; (in) determining wheth e r th e se carboxyl and amino t e rminal p e ptid e e xt e nsions 
can promot e r e naturation of mis fold e d prot e ins in vitro; and (iv) id e ntifying protein 
charact e ristics which determine behavior of th e protein as a substrat e for th e p e ptid e 
extension modiated folding d e scrib e d h e r e in. 
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